The special points of interest in this patient are the absence of any significant disorder in calcium metabolism, the increased carbohydrate tolerance, and the absence of any pressor substance in the cerebrospinal fluid. A loss of calcium balance with osteoporosis that may even be extreme has been recorded in similar patients but the exact nature of the bone lesions and the mechanism by which they are produced are not understood. Until thorough investigation is done in each case, with an estimation of the calcium balance, controlled radiograms of the bones and careful histological study it is impossible to decide the frequency and nature of the changes. In the present patient, however, calcium balance was slightly negative, the serum Ca and plasma P normal, and the radiographic appearances of the bones normal. Increased glucose tolerance seemed to be exceptional in these patients although obesity is the rule; more often there is glycosuria with diminished tolerance.
The investigation for pressor substances in the cerebrospinal fluid was done with the object of deciding whether the posterior lobe (pars intermedia) of the pituitary body might be concerned in producing the hypertension by secreting pituitrin in excessive amount. The recent emphasis upon abnormalities in the anterior pituitary lobe in these cases also suggested that such might be the explanation. In this case, however, no evidence of this was found. Unfortunately only enough cerebrospinal fluid was obtained to test for pressor activity, but in two other patients with the same clinical condition fuller tests on the cerebrospinal fluid were carried out and in one of these an excess 6f pituitrin was found by tests for both pressor and melanophore-expanding activity.
Dr. F. PARKES WEBER said that he regarded the case shown by Dr. Hoyle as a typical one of Cushing's syndrome, though there was not evidence of skeletal decalcification. If by any chance the pituitary gland were microscopically examined in serial sections in an exactly similar case, without a basophilic adenoma being detected, he would be inclined to think that Professor Cushing's views on the subject could not be correct. I.-B. C., a married woman, aged 28, came to the Walthamstoyv Clinic for Women a few months ago, complaining of amenorrhoea. She was seen by Miss Margaret Basden, F.R.C.S., to whom we are indebted for permission to carry out investigations and publish our records.
History.-Patient states that she was a thin, poorly developed child. Menstruation commenced at the age of 17, but second menstruation did not occur until one year later. Subsequently menstruation occurred at intervals of nine to twelve months, and lasted three days, but was always very scanty. She thinks that some hair was present on her lips and cheeks at the age of 14, but by the age of 18 there was a well-marked growth of hair on the lips, chin, and sides of the face. At 14 her voice was noted to be very low and deep, several of her friends remarking upon it. She became embarrassed about it and trained herself to speak in a higher tone. Her skin has always been rather dark, but her relatives have remarked that she is getting darker every day.
At the age of 24 (1929) she married. Menstruation occurred on her wedding day, but not again until after the weaning of her child, which was born a year after FEB.-CLIN. 2 * marriage. Lactation was inadequate but persisted for six months and was supplemented by bottle feeding. Following weaning there were two menstrual periods at an interval of four weeks; but subsequently the intervals were nine to twelve months.
In 1929 she weighed 6 st. 10 lb., but subsequent to parturition there was a gradual increase of weight of 2 st. in four years. Much fat has accumulated in the abdominal region but the limbs remain very spare. The patient is firmly convinced that she is getting " stronger and stronger," and that she cannot possibly get tired no matter how much work she does.
The psychological and emotional attitude in this case is of importance. There is apparently no interest or pleasure in her sexual life; she expresses surprise that she Adreno-genital syndrome. ever married and still more so at having a child, a happening which she could never anticipate as possible. She states that she has never felt motherly to her child. Her husband is a first cousin. She has no sexual interest in men, but is equally indifferent to women, although she states that several women are fond of her. During the last few weeks she has been troubled by frequent erections of her clitoris.
Her mother died at the age of 54 in diabetic coma. She had been very thin as a girl, had developed adiposity and a weight of 16 st. in middle life, but lost as much as 10 st. in a period of twelve years preceding her death.
On examination.-A woman of slender build, with dark complexion and deep sunken eyes. Apart from diffuse pigmentation of face there is intensified pigment round the orbits, and considerable dark brown pigmentation on both sides of neck.
Pigmentation also at waist-band, slightly along linea nigra and on vulva and groins. Wide black crescent on temporal aspect of left optic disc; otherwise fundi are normal.
There is a growth of hair on the upper lip and chin, and on the side of the face is a specially well-marked growth of black crisp curly hair (mutton-chop) (see fig.) . Patient shaves chin and lips every other day. There is a slight extension of the pubic hair upwards on the linea nigra to the xiphisternum and between the breasts. There are also a few hairs around the areolae. There is a male distribution of hair over the arms and legs, especially on the inner aspects of the thighs, and dorsum of the toes. The hair on the head is moderately plentiful but is falling out to a considerable extent. Breasts small but well formed. Clitoris and its prepuce quite obviously enlarged. Miss Basden found the uterus smaller than normal and the ovaries were not palpable.
Blood-pressure is 120/90; systolic murmur heard in apical region. No other abnormality noted.
Carbohydrate tolerance test: Fasting blood-sugar 0-08%; 45 minutes after 50 grm. glucose 0-162; 120 minutes after, 0-136, Fehling's solution then being reduced by an equal volume of urine. Serum calcium 10-8 mgm. Treatment.-From November 5 to 14, 10,000 units menformon (folliculin), were injected daily intramuscularly. On November 22, a menstrual period of twentyfour hours occurred with mucous discharge (the previous spontaneous menstrual periods were October 18, 1933, and December 1932). Injections were resumed on November 24 (15,000 units daily for five days). During the last three weeks the patient is of the definite opinion that the hair on the face has increased in amount, and that the breasts are much larger. There have also been frequent erections of the clitoris.
II.-B. B., a married woman, aged 27, first attended the Mildmay Mission Hospital in June 1933, on account of sterility and amenorrhcea. She came under the care of Miss Margaret Basden, F.R.C.S., to whom we are indebted for permission to carry out investigations and publish our records.
History.-Patient had been a well-developed child. First menstruation noted at age of 15. For the next two years menstruation occurred at intervals of seven or eight weeks, and lasted four days. Subsequently the intervals became longer, varying from four to nine months, the discharge being scanty and lasting a few days.
Married at age of 21. During next seven months weight increased from 8 st. 6 lb. to 13 st. From then up to date there has been a further slight increase of about ten pounds, despite thyroid therapy. Patient thought she was pregnant seven months after marriage and made preparations for childbirth. Condition apparently a pseudo-cyesis, partly attributable to enormous increase of abdominal fat. No abnormality as regards growth or distribution of hair until two years ago. In 1931, hair began to grow on upper lip, sides of face and chin. Some months later the pubic hair appeared to extend upwards towards the umbilicus.
Family history.-Mother died, aged 58, from diabetes mellitus, which she was known to have had for eight years. She apparently grew very fat in middle life, weighing 19 st. a few years before death. Patient's eldest sister, aged 38, has hirsuties of similar distribution to that in her own case, but of unknown duration. Until recently she has had scanty and infrequent menstruation (intervals of five months), but nevertheless has two children.
On examination.-An obese, comely woman with ruddy cheeks and well-developed breasts. Fine moustache with soft short dark hair on either side of cheeks in front of and below the ears. Also some fine hair just below lower lip on point of chin and in fat folds of neck below. The pubic hair is luxuriant, and ascends upwards to the umbilicus in a wide triangle of short straight soft dark hair. Further but less well-marked extension upwards to the xiphisternum and some hair in the intermammary region. Coarse hair covers arms and legs, tending to be of male distribution, especially involving inner side of thigh, and occurring in little tufts on dorsal aspects of toes. Hair on head black and luxuriant, but falls out to a slight extent.
In lower half of abdomen, also laterally on flanks, are vertical lineae distensee converging slightly downwards and medially. Blood-pressure is 154/80. Pulse 76. Systolic murmur at apical region. Some slight pigmentation over waist-line, at vulva, and inner aspects of the thigh. Fundi normal.
A pelvic examination was carried out in June 1933, by Miss Basden, who found the body of the uterus to be abnormally small. Otherwise nothing abnormal was noted. A second examination made recently by Miss Basden showed the uterus to be slightly larger than previously; both ovaries, however, were now somewhat enlarged, but no definite cystic follicles could be palpated. It should perhaps be observed at this point that the patient had been receiving injections of menformon (folliculin) and pregnyl (gonado-tropic hormone of pregnancy urine) for a period of some weeks previous to the second gynacological examination. (Two menstruations occurred during this period of treatment.) The clitoris at no time appeared to be of abnormal size.
Carbohydrate tolerance test: Fasting blood-sugar, 0-11; 30 minutes after 50 grm. glucose by mouth, 0-15; 60 minutes after, 0-18; 90 minutes after, 0-16; 120 minutes after, 0-14; at no time was glycosuria present. Blood-count: R.B.C. 4,900,000; Rb. 100%; C.I. 1; W.B.C. 6,000. Differential: Polys. 54'5%; lymphos. 41%; large monos. 2.5%; eosinos. 1-5%; basos. 0-5%. Comment [A.M.] .-These two cases have certain features in common, although the second patient (Case II), unlike the first (Case I), has normal feminine emotional reactions, is interested in her sexual life and hopes to have a child. The mothers of both patients grew fat in middle life and died of diabetes mellitus. The family history in Case II has an additional feature of interest, the sister of the patient also showing hypertrichosis associated with incomplete amenorrhcea. There was a tendency to hypertension in patient (II), and in both patients (I and II), there was some evidence of impaired carbohydrate tolerance. The patient from whom these specimens were taken died, aged 3 years and 4 months, after being under clinical observation for nearly two years. His case was demonstrated in 1931 before the Section for the Study of Disease in Children, under the title of " renal rickets."
Specimens and Clinical
He was prematurely born, weighing 3 lb. 8 oz., and when aged 1 year and 5 months was brought to the Hospital for Sick Children on account of vomiting and failure to grow. The urine contained albumin, and a diagnosis of renal rickets was established by radiology. At that time the blood-urea was 77 mgm. per 100 c.c. serum calcium 12 3 (normal 9 to 11), blood-phosphorus 7*2 (normal 4 to 4 5), urea
